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Arguments/Remarks 



Applicant has carefully reviewed and considered the long and detailed 
rejections of the Office Action and offers the following remarks. 

The claims have been amended as shown above. Presently amended 
claims are claims 1 and 13. Claims 16 and 17 have been cancelled. Currently 
pending claims are claims 1-1 1 5 13, and 15. Applicant offers the following 
remarks regarding the Office Action: 

35 USC §112, First Paragraph, Written Description and New Matter 

1. The Office Action rejected claims 1-11 under paragraph 1 for lack of 
written description of "mixture of olive vegetation water hydroxytyrosol- 
containing polyphenols" (claim 1). The Office Action alleged that this was 
narrower that the subject matter and was not clearly within Applicatnt's 
possession at the time of the invention. Applicant has removed this phrase from 
the claim, so this ground for rejection appears to be moot. 

2. The Office Action rejected claims 16-17. Because these claims have been 
cancelled, this rejection may be withdrawn. 

3. The Office Action rejected claims 13 and 1 5-1 7 for the terms "metabolic 
disorders of glucose utilization" and "toxic neuropathies' 5 on pages 7-10. 

The term "toxic neuropathies" is used throughout the application and 
claims, and Applicant does not recall this aspect of patentability being raised in 
the almost FIVE YEARS since the filing date. Nevertheless, Applicant 
respectfully notes that it is explained in paragraph 0053 with the clause: 
prevention or treatment of abnormalities of toxic or anoxic nature and related to 
the release of free radicals in the brain, liver heart or other organs and tissues. 
Moreover, as an example is provided in paragraph 0062: toxic neuropathies, 
especially diabetic peripheral neuropathies. 

Regarding the phrase "metabolic disorders of glucose utilization," a 
previous Office Action noted that three examples pertain to the use of a diabetic 
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experimental rat and the administration of a composition falling within the 
scope of that claimed, which encompass "metabolic disorders of glucose 
utilization." And in response. Applicant previously amended the language in 
claim 13 to reflect such "metabolic disorders/' In further consideration of 
Office Actions, Applicant previously amended claim 13 to state "glucose 
utilization/* Therefore, Applicant believes that this ground for rejection should 
have been withdrawn. The undersigned requests a teleconference to delineate 
the problem with this language which is still not clear, despite the helpful 
remarks on at least pages 9-10. 

4. The Office Action states in a rejection of claims 16-17 that "the 
specification is enabling for the treatment of tissue damage (etc.) but not for 
prevention. While Applicant believes that one of skill in the art would accept 
these statements as objective truth, Applicant has canceled claims 16 and 1 7 in a 
spirit of cooperation and effort to advance the prosecution of the instant case. 

35 USC §103 

The Office Action rejected claims 1-13 and 15-17 as unpatentable over 
Cavazza (WO 00/11968) in view of Crea (USPN 6,165,475), further citing to 
STN Registry Nos, 10597-60-1 and 34422-12-3 to each show a fact. 

To recap, Cavazza discloses the use of carnitine and lipoic acid. Cavazza 
teaches with regard to lipoic acid, a compound present in animal systems, that it 
"performs an important regulatory function on carbohydrate metabolism and 
insulin activity" (Col. 2, fines 31-33) and "an antioxidant effect [that is] either 
direct or indirect, via restoration of glutathione and ascorbic acid 
concentrations/' (Col. 2, lines 59-61) Lipoic acid may work by inhibiting "the 
activation of the nuclear transcription factor (NF-kB) by reactive oxygen species 
(ROS), thus, in turn, inhibiting the associated cascade of neurotoxic cytotoxic 
factors/' (Col. 3, lines 6-9) Cavazza states (Cols. 3-4) the following: 
"Surprisingly it has been found that a composition comprising as its 
characterizing components a combination of (a) acetyl L-carnitine or a 
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pharmacologically acceptable salts thereof, and (b) a-lipoic acid../' While 
Cavazza teaches that various forms of carnitine are usable in the invention, it 
does not provide in any way for addition, replacement or substitution of lipoic 
acid. In fact, Cavazza attributes other attributes to lipoic acid which are separate 
from the antioxidant property. These attributes that could contribute to the 
synergistic effect of lipoic acid with carnitine include regulation of glucose 
utilization acting as a coenzyme in the oxidative decarbohydroxylation of 
pyruvate and other a-ketoacids and of insulin activity, and inhibition of aldose 
reductase activated by hyperglycemia (Col. 2, lines 40-65). Thus, to obtain a 
similar surprising, synergistic effect with carnitines, one of ordinary skill in the 
art would search for not just any antioxidant (of the numerous ones available), 
but one regulating glucose utilization, etc. 

The Office Action summarized the Crea patent and its production of a 
mixture containing elenolic acid and hydroxytyrosol with antioxidant and 
antibacterial activity. The Office Action stated (to summarize briefly) that one 
could just substitute Creaks non-animal, antioxidant mixture into Cavazza's 
synergistic combination. However, Cavazza teaches against combining just any 
antioxidant because he teaches that lipoic acid has additional, non-antioxidant 
properties, including regulation of glucose utilization by acting as a coenzyme, 
regulating insulin activity and inhibiting aldose reductase activated by 
hyperglycemia. Applicant is aware of no such activities in hydroxytyrosol, and 
the Office Action has provided no evidence thereof; therefore, one skilled in the 
art would not substitute hydroxytyrosol just because it was an antioxidant. 

The Office Action states that no explicit teaching is necessary to replace 
lipoic acid; however, the Office Action does not address the fact that the 
patentability of the Cavazza combination over prior art was based on a 
surprising synergy, and the obviousness of the Cavazza combination was only 
overcome by relying on that claim of surprising synergy. The surprising effect 
of the reference combination strongly suggests it did not arise from mere 
substitution of other antioxidants which were well known in the art prior to the 
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Cavazza filing dates. Hence, mere substitution of the polyphenol mixture 
cannot be expected to display the same characteristics of the synergistic 
Cavazza combination. Therefore, without further showing by the Office that the 
other characteristics of lipoic acid are present in the polyphenol mixture, the 
Office Action has not made a prima facie case of obviousness. 

Judicially Cre ated Obviousness Double Patenting 

The Office Action stated that the claims are obvious over the inventor's 
four prior patents (6197308; 6416808; 6165475 and 6936287) and copending 
application(s). Upon allowance of any claim, Applicant agrees to execute 
terminal disclaimers. 



Applicant believes that all grounds for rejection have been addressed and 
overcome. A notice of allowance is respectfully requested. If it would further 
the prosecution of this application or there is a need for any clarification, the 
Examiner is requested to telephone at 480-344-7745 the undersigned to reach 
agreement and disposal of this case. 



CONCLUSION 



Respectfully submitted, 
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